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S U M M A R Y
Objective: The aim of the present study was to determine whether hepatitis C virus (HCV) RNA present at
week 12 is a good predictor of the response to interferon (IFN) monotherapy in hemodialysis patients
with hepatitis C.
Methods: Hemodialysis patients with hepatitis C who were treated between 1997 and 2008 with IFN
monotherapy for 48 weeks without dose reduction were included. The predictive value of HCV RNA at
week 12 for achieving a sustained virological response (SVR) was determined.
Results: Forty patients (mean age 47  9 years; 75% males and 80% with genotype 1) were included. Septal
ﬁbrosis or cirrhosis was observed in 38% of these patients. Twelve (30%) of the 40 patients achieved SVR. HCV
RNA was undetectable at week 12 in 68%. The positive predictive value of HCV RNA at week 12 was 45% and
the negative predictive value was 100%.
Conclusions: The presence of HCV RNA at week 12 had a high negative predictive value for SVR in
hemodialysis patients with chronic hepatitis C treated with IFN for 48 weeks. Therefore, if HCV RNA is
detected at week 12, treatment should be discontinued due to the low probability of a sustained
response.
 2012 International Society for Infectious Diseases. Published by Elsevier Ltd. All rights reserved.
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jou r nal h o mep ag e: w ww .e lsev ier . co m / loc ate / i j id1. Introduction
Although the adoption of universal precaution methods has
reduced the transmission of hepatitis C virus (HCV) among
hemodialysis patients,1 the prevalence of this infection has
remained high in these patients compared to the general
population. The prevalence of HCV infection also varies according
to geographic region; the rates are less than 5% in northern
European countries,2 approximately 8% in the USA,3 and as high as
70% in Saudi Arabia.4 In addition, the prevalence of this infection
varies widely between dialysis centers in the same country.
In Brazil, the Brazilian Society of Nephrology has conducted an
annual census of patients on dialysis therapy since the beginning of
this century. Data from the 2010 census, recently reported,5 show
that 340 of the 638 active dialysis centers answered the survey
questions and information was obtained for 49 077 patients of the
92 091 estimated total number of patients on dialysis in the
country. The prevalence of HCV infection among dialysis units was* Corresponding author. Tel.: +55 17 3121 6965.
E-mail address: patriciafucuta@gmail.com (P.d.S. Fucuta Pereira).
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http://dx.doi.org/10.1016/j.ijid.2012.09.0015.8%, and fortunately it has been declining – the prevalence was
19.9% in 1999.6
The treatment of HCV in patients under renal replacement
therapy is of critical importance. The impact of chronic hepatitis C
infection in these patients is high, as recent observations have
documented a greater probability of death due to liver cirrhosis,
hepatocarcinoma, and cardiovascular disease in dialysis patients
infected with HCV compared to uninfected subjects.7,8 Further-
more, a large cohort study that compared the frequency of cancer
among dialysis patients to that of the general population found a
higher overall risk for cancer in these patients, which included the
risk of liver cancer attributable to exposure to hepatitis B and C
viruses.9 Severe post-transplant complications of HCV infection,
such as glomerulopathies, loss of renal grafts,10,11 and a reduced
10- and 20-year survival rate,12,13 have been demonstrated in
HCV-positive kidney transplanted patients. In addition, kidney
transplanted patients with hepatitis C showed higher morbidity
and mortality due to liver disease than did immunocompetent
patients with hepatitis C.14
As the post-transplant administration of interferon (IFN) has
been associated with the risk of renal graft loss,15–17 its
administration is generally not recommended.18 Instead, all efforts
should be made to eradicate the infection before renal transplant.ses. Published by Elsevier Ltd. All rights reserved.
Table 1
Baseline demographic and clinical characteristics of the study patients (n = 40)
Characteristics
Age, years, mean  SD 47  9
Male gender, n (%) 30 (75)
Hemodialysis/peritoneal dialysis, n 38/2
Time on dialysis, years, median (IQR) 6 (4–7)
Previous kidney transplant, n (%) 11 (28)
Etiology of kidney disease, n (%)
Hypertension 14 (35)
Glomerulonephritis 3 (8)
Diabetes mellitus 2 (5)
Other/unknown 21 (52)
Duration of HCV infection, years, median (IQR) 8 (6–14)
HCV genotype, n (%)
Type 1 21 (80)
Type 2 1 (4)
Type 3 2 (8)
Type 4 1 (4)
Type 5 1 (4)
Liver histology, n (%)
Bridging ﬁbrosis or cirrhosis 15 (38)
ALT ( ULN), median (IQR) 1.02 (0.62–1.63)
Hemoglobin (g/dl), mean  SD 12  1.5
Platelet count ( 109/l) 183.025  72.318
ALT, alanine aminotransferase; HCV, hepatitis C virus; IQR, interquartile range; SD,
standard deviation; ULN, upper limit of normal.
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virological response (SVR; i.e., no detectable HCV RNA at 24 weeks
after cessation of therapy) rate for hemodialysis patients who
received conventional IFN monotherapy was 39%, which was
greater than that estimated for immunocompetent patients.
However, the low tolerance of these patients to IFN may lead to
high rates of treatment discontinuation.20 Despite the large
number of studies evaluating the predictive value of HCV RNA
during the early stages of treatment (weeks 4 to 12) for a sustained
response in non-uremic patients,21,22 this parameter has not been
established in hemodialysis patients. This analysis would be useful
because of the low tolerance of these patients to treatment.
The objective of the present study was to evaluate the
predictive value of HCV RNA at week 12 in dialysis patients
treated with conventional IFN for 48 weeks.
2. Methods
2.1. Patients
A retrospective study was conducted on hemodialysis patients
with chronic hepatitis C (anti-HCV reactive and HCV RNA-positive)
who were attended at the Hepatitis Unit of the Federal University
of Sa˜o Paulo between 1997 and 2008. Patients treated with
conventional IFN monotherapy for 48 weeks and who had HCV
RNA tests at week 12 of treatment and at week 24 post-treatment
were selected for this study.
Patients infected with HIV and/or hepatitis B virus and those
previously treated for hepatitis C or who had their treatment
discontinued were excluded.
The study was approved by the local ethics committee and was
conducted in accordance with the Declaration of Helsinki.
2.2. Variables analyzed and determination of HCV RNA
The following variables were analyzed: gender, age, etiology of
chronic renal disease, type of dialysis, history of kidney transplan-
tation, time on dialysis, estimated duration of infection, alanine
aminotransferase (ALT) level, stage of hepatic ﬁbrosis, HCV
genotype, and the presence of HCV RNA at week 12 of treatment
and at week 24 post-treatment. The duration of infection was
estimated based on the ﬁrst year of dialysis or the year of the ﬁrst
blood transfusion if before 1992.
The HCV RNA content of stored serum samples (freezer
temperature 20 8C) was determined by qualitative PCR (Cobas
Amplicor HCV Test, Roche Diagnostic Systems, USA) using a
detection limit of 50 IU/ml. The HCV genotype was determined by
sequencing of the 50-untranslated region.23
2.3. Therapeutic regimen
Treatment was indicated for patients whose liver biopsies
showed interface hepatitis and/or the presence of stage 2 ﬁbrosis,
according to the Metavir classiﬁcation.24 The therapeutic regimen
consisted of conventional IFN alpha-2a or IFN alpha-2b
(3 000 000 IU, three times per week) for 48 weeks, which in all
cases was administered following dialysis sessions.
2.4. Evaluation of virological response
An early virological response (EVR) to antiviral treatment is
usually deﬁned as partial (pEVR) when a 100-fold decrease in
viral load occurs at week 12, and as complete (cEVR) when HCV
RNA at week 12 is undetectable. In the present study the EVR was
evaluated by qualitative HCV RNA level at week 12 (cEVR).
Qualitative determination of HCV RNA 24 weeks after therapy wasused for analysis of SVR. Per-protocol analysis was used to
determine the response rate.
2.5. Statistical analysis
A descriptive analysis of the variables of interest was performed
and the association between variables was determined. When
indicated, categorical variables were compared using Fisher’s exact
test. The positive and negative predictive values of HCV RNA at
week 12 for SVR were calculated. A level of signiﬁcance of <0.05
was used. PASW 18.0 software (SPSS, Inc., Chicago, IL, USA) was
used for the statistical analysis.
3. Results
A total of 113 patients were treated during the study period and
40 of these fulﬁlled the inclusion criteria. The other 73 patients
were excluded from the study due to an early interruption/
abandonment of treatment or a dose reduction in 31 patients
(42%), the absence of serum for analysis at week 12 in 24 patients
(33%), and the presence of HBV co-infection in 18 patients (25%).
There was no difference between excluded and included patients
regarding age, time on dialysis, stage of ﬁbrosis, or genotype
distribution.
The mean age of the 40 patients included in the study was
47  9 years, and the majority of patients were male (75%). The time
on dialysis ranged from 1 to 19 years (median of 6 years), and the
main cause of known chronic renal disease was systemic arterial
hypertension.
According to the Metavir classiﬁcation for the staging of hepatic
ﬁbrosis on biopsy, it was absent in 5% of patients (stage 0), 57%
patients had stage 1, 15% had stage 2, 13% had stage 3, and 10% had
stage 4. The pretreatment epidemiological, clinical, and laboratory
characteristics of the patients are shown in Table 1.
3.1. HCV RNA at week 12 and the sustained virological response
HCV RNA was undetectable at week 12 in 27 patients (68%), and
the overall SVR rate was 30% (12/40). According to HCV genotyping
performed in 26 patients, SVR was 24% in genotype 1, and the only
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genotype 2, two genotype 3, one genotype 4, and one genotype 5).
Forty-ﬁve percent of patients with negative HCV RNA at week
12 achieved SVR. However, none of the patients with detectable
HCV RNA at week 12 had SVR (p = 0.004), as shown in Figure 1. Thus
the cEVR had a negative predictive value (NPV) of 100% and a
positive predictive value (PPV) of 45%.
4. Discussion
This study showed that detectable HCV RNA at week 12 of
treatment had a high NPV (100%) for SVR in dialysis patients with
chronic hepatitis C given conventional IFN monotherapy for 48
weeks. HCV RNA was evaluated qualitatively at week 12, as this is
the conventional strategy used to evaluate the early response to
IFN monotherapy.25 This analysis is important because hepatitis C
dialysis patients require a special therapeutic approach. The
consequences of chronic HCV infection in this population, which
include decreased survival during the post-transplant period,
enforce the need to eradicate the virus. However, prolonged
therapy can cause severe side effects and can negatively impact the
stability of these patients.
The low tolerance of patients with renal failure to hepatitis C
treatment has been established and may be due to the greater
bioavailability of the drug or associations with co-morbid-
ities.20,26–28 In the study by Rocha et al.,20 mild to moderate side
effects of IFN therapy were observed in almost all patients and
included ﬂu-like symptoms, bone marrow suppression, diarrhea,
depression, dermatological alterations such as hair loss and
itching, infections, and hypothyroidism. Furthermore, severe side
effects that resulted in the discontinuation of treatment were seen
in 24% of the patients. Severe side effects were also the cause of
early treatment interruption in 19 of 37 hemodialysis patients
treated with conventional IFN therapy.26
The six meta-analyses regarding the efﬁcacy and tolerance of
IFN treatment in dialysis patients with chronic hepatitis C conﬁrm
the low tolerance of this population. In early 2000, two of these
studies29,30 demonstrated a high rate of treatment discontinuation
due to side effects (30% and 17%, respectively). These data were
later conﬁrmed by further meta-analyses conducted by Fabrizi
et al.19 and Gordon et al.31 that reported dropout rates of 19% and
26%, respectively. In the most recent meta-analyses by Alavian and
Tabatabaei32 and Fabrizi et al.,33 there were dropout rates of 29.7%
and 23%, respectively, following peginterferon therapy.Figure 1. Sustained virological response (SVR) rates according to HCV RNA at week
12 of antiviral treatment with interferon (IFN).Despite major advances in the treatment of chronic hepatitis C
in the last decade, approximately a half of immunocompetent
patients do not achieve sustained elimination of the virus with the
current recommended therapeutic regimen (peginterferon and
ribavirin).34 Furthermore, this proportion is even greater (about
60%) among dialysis patients given pegylated or conventional IFN
monotherapy.19
The factors associated with a positive response to antiviral
treatment have been extensively studied in patients with normal
renal function and include HCV genotype, stage of hepatic ﬁbrosis,
race, presence of steatosis/insulin resistance,35–39 treatment
compliance, ribavirin dose,40,41 and viral kinetics.35
Over the last decade, studies have established the probability of
a response to IFN treatment according to the kinetics of the HCV
RNA level during therapy. For example, patients who did not
achieve an EVR did not achieve SVR in 97% and 100% of cases,21,22
which conferred a high negative predictive value to the presence of
HCV RNA at week 12. The results from these studies favor the
discontinuation of treatment in patients who do not achieve EVR at
week 12 of treatment.
In regards of hemodialysis patients, Gordon et al.31 showed that
patients with lower rates of bridging ﬁbrosis or cirrhosis, lower
serum baseline HCV RNA levels, and infections with genotype non-
1 tended to achieve higher SVR rates, although these ﬁndings did
not reach statistical signiﬁcance. However, that study included
only baseline variables and did not allow for the interruption of
treatment in patients with a lower likelihood of response.
Therefore, the identiﬁcation of HCV RNA during treatment is a
highly attractive tool for the early identiﬁcation of patients with a
lower probability of response. Furthermore, this would indicate
when therapy should be interrupted in this population in which
the tolerance to treatment is signiﬁcantly lower.
Studies on the kinetics of HCV RNA as a predictor of SVR in
dialysis patients are scarce and have involved small numbers of
patients. In addition, many studies are not comparable because
they have evaluated different treatment regimens and HCV RNA at
different periods. Furthermore, these studies have included
patients with dose reductions and/or early treatment interruption,
which can impair the analysis of the relationship between viral
kinetics and SVR. Liu et al.42 reported treatment failure in all
patients who did not achieve a rapid virological response
(undetectable HCV RNA at week 4 of treatment). In that study
the patients received conventional or pegylated IFN monotherapy
for 24 weeks. In another study that evaluated 37 hemodialysis
patients,26 conventional IFN monotherapy for 48 weeks was
ineffective at inducing SVR in patients who had detectable HCV
RNA in the second month of treatment. Finally, a study of only 12
patients showed that the SVR rate was inﬂuenced by the clearance
of virus within the ﬁrst 2 months of treatment.43 Although
insufﬁcient to draw deﬁnitive conclusions, all these studies
suggest that HCV RNA kinetics have a high predictive value for
SVR. A recent meta-analysis by Gordon et al.44 supports these data,
as an association between SVR and viral negativity any time in the
ﬁrst 3 months of treatment was demonstrated.
The present study evaluated the predictive value of HCV RNA at
week 12 of conventional IFN treatment in 40 dialysis patients. This
group of patients was carefully selected from 113 dialysis patients
treated for hepatitis C and included only patients treated for 48
weeks without dose reduction. Therefore, this study contributes
data towards this unresolved issue. As we observed an NPV of
100%, these data show that the lack of cEVR is a strong indicator for
the failure of IFN therapy in dialysis patients.
All patients received 48 weeks of treatment irrespective of HCV
genotyping. The relationship between HCV genotype and treat-
ment response in this special population has not yet been well
established. In 2008 the Kidney Disease Improving Global
P.S. Fucuta Pereira et al. / International Journal of Infectious Diseases 17 (2013) e50–e53 e53Outcomes (KDIGO) working group published guidelines with
recommendations for the length of therapy based on HCV
genotype (48 weeks for genotypes 1 and 4, and 24 weeks for
genotypes 2 and 3) that were made by extrapolating data from the
general population;45 however these recommendations were not
based on randomized clinical trials. In this context it is also very
important to evaluate the predictive value of HCV RNA during very
early weeks of treatment for patients with HCV receiving antiviral
therapy for 24 weeks only.
The results of this study are meaningful due to the large number
of co-morbidities and the high rate of potentially severe side
effects of IFN treatment in this group of patients. Furthermore
determining stopping rules for hemodialysis patients is extremely
important for kidney transplant candidates because transplanta-
tion is delayed during IFN treatment. In conclusion, interruption of
treatment should be indicated for hemodialysis patients with
chronic hepatitis C on conventional IFN monotherapy who do not
achieve a cEVR, due to the low probability of a response after 48
weeks.
Conﬂict of interest: The authors declare no conﬂict of interest.
References
1. Jadoul M, Cornu C, van Ypersele de Strihou C. Universal precautions prevent
hepatitis C virus transmission: a 54 month follow-up of the Belgian Multicenter
Study. The Universitaires Cliniques St-Luc (UCL) Collaborative Group. Kidney Int
1998;53:1022–5.
2. Jadoul M, Poignet JL, Geddes C, Locatelli F, Medin C, Krajewska M, et al. The
changing epidemiology of hepatitis C virus (HCV) infection in haemodialysis:
European multicentre study. Nephrol Dial Transplant 2004;19:904–9.
3. Finelli L, Miller JT, Tokars JI, Alter MJ, Arduino MJ. National surveillance of dialysis-
associated diseases in the United States, 2002. Semin Dial 2005;18:52–61.
4. Huraib S, al-Rashed R, Aldrees A, Aljefry M, Arif M, al-Faleh FA. High prevalence
of and risk factors for hepatitis C in haemodialysis patients in Saudi Arabia: a
need for new dialysis strategies. Nephrol Dial Transplant 1995;10:470–4.
5. Sesso RC, Lopes AA, Thome FS, Lugon JR, Santos DR. 2010 report of the Brazilian
Dialysis Census. J Bras Nefrol 2011;33:442–7.
6. Sociedade Brasileira de Nefrologia. Censo Brasileiro de dia´lise. Brazilian Society
of Nephrology; 1999. Available at: http://www.nefrologiaonline.com.br/Censo/
censo99.asp (accessed August 2012).
7. Nakayama E, Akiba T, Marumo F, Sato C. Prognosis of anti-hepatitis C virus
antibody-positive patients on regular hemodialysis therapy. J Am Soc Nephrol
2000;11:1896–902.
8. Kalantar-Zadeh K, McAllister CJ, Miller LG. Clinical characteristics and mortality
in hepatitis C-positive haemodialysis patients: a population based study.
Nephrol Dial Transplant 2005;20:1662–9.
9. Maisonneuve P, Agodoa L, Gellert R, Stewart JH, Buccianti G, Lowenfels AB, et al.
Cancer in patients on dialysis for end-stage renal disease: an international
collaborative study. Lancet 1999;354:93–9.
10. Cruzado JM, Carrera M, Torras J, Grinyo JM, Hepatitis C. virus infection and de
novo glomerular lesions in renal allografts. Am J Transplant 2001;1:171–8.
11. Mahmoud IM, Elhabashi AF, Elsawy E, El-Husseini AA, Sheha GE, Sobh MA. The
impact of hepatitis C virus viremia on renal graft and patient survival: a 9-year
prospective study. Am J Kidney Dis 2004;43:131–9.
12. Mathurin P, Mouquet C, Poynard T, Sylla C, Benalia H, Fretz C, et al. Impact of
hepatitis B and C virus on kidney transplantation outcome. Hepatology 1999;29:
257–63.
13. Hanafusa T, Ichikawa Y, Kishikawa H, Kyo M, Fukunishi T, Kokado Y, et al.
Retrospective study on the impact of hepatitis C virus infection on kidney
transplant patients over 20 years. Transplantation 1998;66:471–6.
14. Zylberberg H, Nalpas B, Carnot F, Skhiri H, Fontaine H, Legendre C, et al. Severe
evolution of chronic hepatitis C in renal transplantation: a case control study.
Nephrol Dial Transplant 2002;17:129–33.
15. Rostaing L, Modesto A, Baron E, Cisterne JM, Chabannier MH, Durand D. Acute
renal failure in kidney transplant patients treated with interferon alpha 2b for
chronic hepatitis C. Nephron Clin Pract 1996;74:512–6.
16. Tokumoto T, Tanabe K, Ishikawa N, Simizu T, Oshima T, Noguchi S, et al. Effect of
interferon-alfa treatment in renal transplant recipients with chronic hepatitis
C. Transplant Proc 1998;30:3270–2.
17. Hanafusa T, Ichikawa Y, Yazawa K, Kishikawa H, Fukunishi T, Kanai T, et al.
Hepatitis C virus infection in kidney transplantation and a pilot study of the
effects of interferon-alpha therapy. Transplant Proc 1998;30:122–4.
18. Ghany MG, Strader DB, Thomas DL, Seeff LB. Diagnosis, management, and
treatment of hepatitis C: an update. Hepatology 2009;49:1335–74.
19. Fabrizi F, Dixit V, Messa P, Martin P. Interferon monotherapy of chronic
hepatitis C in dialysis patients: meta-analysis of clinical trials. J Viral Hepat
2008;15:79–88.20. Rocha CM, Perez RM, Ferreira AP, Carvalho-Filho RJ, Pace FH, Silva IS, et al.
Efﬁcacy and tolerance of interferon-alpha in the treatment of chronic hepatitis
C in end-stage renal disease patients on hemodialysis. Liver Int 2006;26:
305–10.
21. Davis GL, Wong JB, McHutchison JG, Manns MP, Harvey J, Albrecht J. Early
virologic response to treatment with peginterferon alfa-2b plus ribavirin in
patients with chronic hepatitis C. Hepatology 2003;38:645–52.
22. Fried MW, Shiffman ML, Reddy KR, Smith C, Marinos G, Goncales Jr FL, et al.
Peginterferon alfa-2a plus ribavirin for chronic hepatitis C virus infection. N
Engl J Med 2002;347:975–82.
23. Perez RM, Ferraz ML, Figueiredo MS, Contado D, Koide S, Ferreira AP, et al.
Unexpected distribution of hepatitis C virus genotypes in patients on hemodi-
alysis and kidney transplant recipients. J Med Virol 2003;69:489–94.
24. Bedossa P, Poynard T. An algorithm for the grading of activity in chronic
hepatitis C. The METAVIR Cooperative Study Group. Hepatology 1996;24:
289–93.
25. National Institutes of Health Consensus Development Conference Panel State-
ment: Management of hepatitis C. Hepatology 1997;26(Suppl 1):2S–10S.
26. Degos F, Pol S, Chaix ML, Lafﬁtte V, Buffet C, Bernard PH, et al. The tolerance and
efﬁcacy of interferon-alpha in haemodialysis patients with HCV infection: a
multicentre, prospective study. Nephrol Dial Transplant 2001;16:1017–23.
27. Uchihara M, Izumi N, Sakai Y, Yauchi T, Miyake S, Sakai T, et al. Interferon
therapy for chronic hepatitis C in hemodialysis patients: increased serum levels
of interferon. Nephron Clin Pract 1998;80:51–6.
28. Rostaing L, Chatelut E, Payen JL, Izopet J, Thalamas C, Ton-That H, et al.
Pharmacokinetics of alphaIFN-2b in chronic hepatitis C virus patients under-
going chronic hemodialysis or with normal renal function: clinical implications.
J Am Soc Nephrol 1998;9:2344–8.
29. Russo MW, Goldsweig CD, Jacobson IM, Brown Jr RS. Interferon monotherapy
for dialysis patients with chronic hepatitis C: an analysis of the literature on
efﬁcacy and safety. Am J Gastroenterol 2003;98:1610–5.
30. Fabrizi F, Dulai G, Dixit V, Bunnapradist S, Martin P. Meta-analysis: interferon
for the treatment of chronic hepatitis C in dialysis patients. Aliment Pharmacol
Ther 2003;18:1071–81.
31. Gordon CE, Uhlig K, Lau J, Schmid CH, Levey AS, Wong JB. Interferon treatment
in hemodialysis patients with chronic hepatitis C virus infection: a systematic
review of the literature and meta-analysis of treatment efﬁcacy and harms. Am J
Kidney Dis 2008;51:263–77.
32. Alavian SM, Tabatabaei SV. Meta-analysis of factors associated with sustained
viral response in patients on hemodialysis treated with standard or pegylated
interferon for hepatitis C infection. Iran J Kidney Dis 2010;4:181–94.
33. Fabrizi F, Dixit V, Messa P, Martin P. Pegylated interferon monotherapy of
chronic hepatitis C in dialysis patients: meta-analysis of clinical trials. J Med
Virol 2010;82:768–75.
34. Heathcote EJ. Antiviral therapy: chronic hepatitis C. J Viral Hepat 2007;14(Suppl
1):82–8.
35. Manns MP, McHutchison JG, Gordon SC, Rustgi VK, Shiffman M, Reindollar R,
et al. Peginterferon alfa-2b plus ribavirin compared with interferon alfa-2b plus
ribavirin for initial treatment of chronic hepatitis C: a randomised trial. Lancet
2001;358:958–65.
36. Muir AJ, Bornstein JD, Killenberg PG. Peginterferon alfa-2b and ribavirin for the
treatment of chronic hepatitis C in blacks and non-Hispanic whites. N Engl J Med
2004;350:2265–71.
37. Conjeevaram HS, Fried MW, Jeffers LJ, Terrault NA, Wiley-Lucas TE, Afdhal N,
et al. Peginterferon and ribavirin treatment in African American and Caucasian
American patients with hepatitis C genotype 1. Gastroenterology 2006;131:
470–7.
38. Romero-Gomez M, Del Mar Viloria M, Andrade RJ, Salmeron J, Diago M,
Fernandez-Rodriguez CM, et al. Insulin resistance impairs sustained response
rate to peginterferon plus ribavirin in chronic hepatitis C patients. Gastroenter-
ology 2005;128:636–41.
39. Poustchi H, Negro F, Hui J, Cua IH, Brandt LR, Kench JG, et al. Insulin resistance
and response to therapy in patients infected with chronic hepatitis C virus
genotypes 2 and 3. J Hepatol 2008;48:28–34.
40. Reddy KR, Shiffman ML, Morgan TR, Zeuzem S, Hadziyannis S, Hamzeh FM, et al.
Impact of ribavirin dose reductions in hepatitis C virus genotype 1 patients
completing peginterferon alfa-2a/ribavirin treatment. Clin Gastroenterol Hepa-
tol 2007;5:124–9.
41. Dusheiko G, Nelson D, Reddy KR. Ribavirin considerations in treatment opti-
mization. Antivir Ther 2008;13(Suppl 1):23–30.
42. Liu CH, Liang CC, Lin JW, Chen SI, Tsai HB, Chang CS, et al. Pegylated interferon
alpha-2a versus standard interferon alpha-2a for treatment-naive dialysis
patients with chronic hepatitis C: a randomised study. Gut 2008;57:525–30.
43. Hanrotel C, Toupance O, Lavaud S, Thieﬁn G, Brodard V, Ingrand D, et al.
Virological and histological responses to one year alpha-interferon-2a in
hemodialyzed patients with chronic hepatitis C. Nephron Clin Pract 2001;88:
120–6.
44. Gordon CE, Uhlig K, Lau J, Schmid CH, Levey AS, Wong JB. Interferon for
hepatitis C virus in hemodialysis—an individual patient meta-analysis of
factors associated with sustained virological response. Clin J Am Soc Nephrol
2009;4:1449–58.
45. Kidney Disease Improving Global Outcomes. KDIGO clinical practice guidelines
for the prevention, diagnosis, evaluation, and treatment of hepatitis C in chronic
kidney disease. Kidney Int 2008;73:S1–99.
